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Cancer chemotherapy is limited by the modest therapeutic index of most antineoplastic drugs. Some glucuronide prodrugs
may display selective anti-tumour activity against tumours that accumulate b-glucuronidase. We examined the toxicity and
anti-tumour activity of 9-aminocamptothecin glucuronide, a new glucuronide prodrug of 9-aminocamptothecin, to evaluate its
potential clinical utility. 9-aminocamptothecin glucuronide was 25 – 60 times less toxic than 9-aminocamptothecin to five
human cancer cell lines. b-glucuronidase activated 9-aminocamptothecin glucuronide to produce similar cell killing as 9-
aminocamptothecin or topotecan. The in vivo toxicity of 9-aminocamptothecin glucuronide in BALB/c mice was dose-, route-,
sex- and age-dependent. 9-aminocamptothecin glucuronide was significantly less toxic to female than to male mice but the
difference decreased with age. 9-aminocamptothecin glucuronide and 9-aminocamptothecin produced similar inhibition
(*80%) of LS174T human colorectal carcinoma tumours. 9-aminocamptothecin glucuronide cured a high percentage of CL1-
5 human lung cancer xenografts with efficacy that was similar to or greater than 9-aminocamptothecin, irinotecan and
topotecan. The potent anti-tumour activity of 9-aminocamptothecin glucuronide suggests that this prodrug should be further
evaluated for cancer treatment.
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20(S)-camptothecin, an alkaloid isolated from Camptotheca acumi-
nata (Wall et al, 1966), exhibits potent antineoplastic activity
(Giovanella et al, 1989) by inhibition of topoisomerase I (Hsiang
et al, 1985). Unfortunately, camptothecin is difficult to formulate
due to its low solubility in water. In addition, its soluble sodium
salt can produce unpredictable toxicity (Gottlieb et al, 1970).
Water-soluble derivatives of camptothecin have been synthesised
to overcome these problems and two such analogues (topotecan
and irinotecan) are approved for clinical use (Coleman and Miller,
1997; Shimada, 1998). Clinical use of another analogue, 9-amino-
camptothecin (9AC), is hindered by its low solubility in water
(Herben et al, 1999) despite potent anti-tumour activity (Giovanella
et al, 1996).

Glucuronides are generally less toxic and more water soluble
than the parent compounds. These properties of glucuronides,
together with the relatively high b-glucuronidase (bG,
E.C.3.2.1.31) activities found in some cancers (Pearson et al,
1989; Albin et al, 1993), suggests that glucuronide prodrugs may
be useful for cancer treatment. Although several normal tissues
such as liver, spleen, colon and bone marrow contain high activ-
ities of bG, this enzyme is located in lysosomes (Price and
Dance, 1967) and is therefore largely inaccessible to highly hydro-
philic glucuronides which pass poorly through the cell membrane
(Haisma et al, 1992). bG, however, may be more accessible in
tumours (Bosslet et al, 1998), which combined with the acidic
pH of the interstitial space (Tannock and Rotin, 1989), could allow
preferential activation of glucuronide prodrugs in tumours. In fact,

glucuronide metabolites of alkylating agents displayed potent anti-
tumour activity in select tumour models (Connors and Whisson,
1966) but subsequent attempts to exploit differences in b-glucuro-
nidase activity between tumours and normal tissues were largely
unsuccessful for alkylating agents (Young et al, 1976). More
recently, a glucuronide prodrug of doxorubicin has shown promis-
ing activity against experimental cancers (Houba et al, 2001).
Tumour-selective antibodies have also been employed to deliver
bG to tumours in a strategy termed antibody-directed enzyme
prodrug therapy (ADEPT) (Bagshawe et al, 1988). Glucuronide
prodrugs have displayed excellent anti-tumour activity when
coupled with ADEPT (Bosslet et al, 1994), even for glucuronide
prodrugs of alkylating agents that possess no activity by themselves
(Chen et al, 1997).

We recently synthesised 9-aminocamptothecin glucuronide
(9ACG), a prodrug in which glucuronic acid is connected via a
self-immolative carbamate linker to the N9 atom of 9AC (Leu et
al, 1999). 9ACG is water soluble, stable in human serum and is
a substrate for bG (Leu et al, 1999). The aim of the present study
was to investigate the toxicity and anti-tumour activity of 9ACG to
help evaluate the potential of 9ACG as a soluble prodrug of 9AC
for cancer monotherapy and ADEPT.

MATERIALS AND METHODS

Experimental animals

Male and female BALB/c and BALB/c nu/nu mice aged 5 to 20
weeks were allowed free access to food and water. All animal
experiments were carried out with ethical committee approval.
The ethical guidelines that were followed met the standards
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required by the UKCCCR Guidelines for the Welfare of Animals in
Experimental Neoplasia (Workman et al, 1998).

Cell lines

LS174T colon, AGS stomach, MCF-7 breast and OVCAR-3 ovarian
human cancer cell lines were obtained from the American Type
Culture Collection (Manassas, VA, USA). CL1-5 human lung
adenocarcinoma cells (Yang et al, 1992) were kindly provided by
Dr PC Yang, Department of Internal Medicine, National Taiwan
University Hospital (Taipei, Taiwan). LS174T, CL1-5 and AGS cells
were cultured in Dulbecco’s modified Eagle’s medium (Sigma, St
Louis, MO, USA) whereas MCF-7 and OVCAR-3 cells were grown
in RPMI-1640 (Sigma, St. Louis, MO, USA) supplemented with
10 mg ml71 bovine insulin. All media were supplemented with
10% heat-inactivated bovine calf serum, 100 U ml71 penicillin
and 100 mg ml71 streptomycin in a 5% CO2 humidified atmo-
sphere.

In vitro cytotoxicity

Five thousand (10 000 for MCF-7) cells per well were plated in 96
well microtiter plates overnight. Graded amounts of 9AC, topote-
can, 9ACG or 9ACG plus 1 mg E coli-derived bG were added for
24 h in triplicate. The cells were then washed twice with sterile
PBS and fresh medium was added for another 24 h. Fresh medium
containing 1 mC per well [3H]thymidine was added 16 h before the
cells were harvested on glass-fibre filters and the radioactivity was
measured on a Topcount scintillation counter. The results are
expressed as % inhibition=(c.p.m.S6100)/c.p.m.C where c.p.m.i
represents counts per minute of sample (S) or untreated controls
(C).

In vivo toxicity

9ACG (10 mg ml71 in PBS) was adjusted to pH 6.5 with sodium
carbonate immediately before administration. More than 95% of
9ACG remained in the lactone form for at least 4 h as determined
by HPLC (data not shown). 9AC was prepared as a 1 mg ml71

suspension in Lipiodol ultra-fluide (Laboratorie Guerbet, Bois
Cedex, France). Mice were i.p. injected with 50 mg kg71 9ACG,
i.v. injected with 25 or 50 mg kg71 9ACG or s.c. injected with
2.5 or 5 mg kg71 9AC in pilot studies using two mice per group.
A maximum transient (572 h) weight loss of less than 25% was
considered acceptable. Six 7 – 8 week old mice (three males and
three females) were also i.v. injected with 50 mg kg71 9ACG.
Prodrug toxicity was further examined in three groups of six mice
(three males and three females) at three different ages (5, 10 and 20
weeks). Mice were injected with 9ACG (50 mg kg71, i.v.) or 9AC
(5 mg kg71, s.c.) and body weights were followed. Initial body
weight was defined as the mean value of three determinations taken
4, 2 and 0 days before drug administration.

In vivo antitumour activity

Two6106 LS174T cells or 16107 CL1-5 cells were s.c. injected in
the right flank of 16 week old female BALB/c nu/nu mice. Tumour
bearing mice were subdivided into groups of five to eight mice.
Therapy was initiated 10 – 11 days after tumour inoculation, when
the mean tumour volume was 100 – 200 mm3. Mice treated with
prodrug were i.v. injected with 9ACG at the indicated doses and
times. The 9AC group was s.c. injected on the contralateral flank
with 3 or 5 mg kg71 9AC as a suspension in lipiodol. Irinotecan
(10 mg kg71) and topotecan (1.8 mg kg71) were i.v. injected on
the indicated days. Control mice were i.v. injected with PBS follow-
ing the corresponding 9ACG schedule. Tumour volumes were
calculated as length6width6thickness60.5 and expressed in
mm3. Tumour growth inhibition was calculated as:

Inhibitionð%Þ ¼ 100 100� mean size of treated tumours

mean size of control tumours

Statistical analysis

Statistical significance of differences between mean values was esti-
mated with Microsoft Excel using the independent t-test for
unequal variances.

RESULTS

In vitro cytotoxicity

Table 1 compares the in vitro cytotoxicity of topotecan, 9AC,
9ACG and 9ACG mixed with bG to five human cancer cell lines.
Topotecan and 9AC displayed similar potencies with IC50 values
ranging from 3 to 30 nM. 9ACG was 25 to 60 times less toxic than
9AC but displayed similar cytotoxicity as 9AC after the glucuronide
group was enzymatically cleaved by bG.

In vivo toxicity

A single s.c. injection of 2.5 mg kg71 9AC suspended in lipiodol
caused minimal toxicity with 10% weight loss whereas a dose of
5 mg kg71 produced about 20% weight loss (results not shown).
Mice that were i.p. injected with 50 mg kg71 9ACG experienced
progressive weight loss and died within 6 days (results not shown).
In contrast, all mice that were i.v. injected with 25 or 50 mg kg71

9ACG experienced dose-dependent weight loss until day 6 followed
by rapid and complete recovery within a week. A more detailed
study of toxicity performed in 7 – 8 week old male and female mice
with 50 mg kg71 9ACG (Figure 1) confirmed the preliminary
results. Male mice transiently lost about 25% body mass but female
mice experienced only about 5% weight loss.

The effect of age and sex on 9ACG toxicity was further exam-
ined by injecting 5, 10 and 20-week old male and female mice
with 9AC or 9ACG. An i.v. injection of 50 mg kg71 9ACG
produced about 25% weight loss in 5-week old male mice (Figure
2A), but only 5% weight loss in 20-week old mice (Figure 2C).
9ACG produced minimal (5%) toxicity in 5-week old female mice
(Figure 2D) and virtually no weight loss in 10 or 20-week old mice
(Figures 2E,F). Regardless of age, 5 mg kg71 9AC was more toxic
to male mice, producing about 10% weight loss (Figures 2A,B,C)
compared with 5% weight loss in female mice (Figures 2D,E,F).

Therapy of human cancer xenografts

BALB/c nu/nu mice bearing established LS174T tumours were i.v.
injected with 50 mg kg71 9ACG in PBS or s.c. injected with
3 mg kg71 9AC as a suspension in lipiodol. Both 9ACG and
9AC inhibited LS174T tumour growth by about 80% (Figure
3A). Neither 9ACG nor 9AC produced significant weight loss in
this experiment (Figure 3B). To investigate the influence of dose
and schedule on the anti-tumour activity of 9ACG, BALB/c nu/
nu mice bearing LS174T xenografts were i.v. injected once with
50 mg kg71 9ACG or three times with 10 mg kg71 9ACG.
Tumour-bearing mice were also i.v. injected three times with
10 mg kg71 irinotecan or s.c. injected once with 5 mg kg71

9AC. The fractionated 9ACG schedule, despite a lower total dose,
produced similar anti-tumour activity as one bolus injection of
9ACG (Figure 3C). The anti-tumour activity produced by 9ACG
and CPT711 was similar. 9AC produced good anti-tumour activ-
ity but was unexpectedly toxic, killing three of six mice by day 8.
Although 9ACG and CPT-11 produced similar maximum weight
loss of about 20%, one of six mice died after treatment with
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50 mg kg71 9ACG or three fractionated doses of 10 mg kg71

9ACG.
Intravenous administration of 50 mg kg71 9ACG on days 10

and 20 resulted in complete regression of six of seven CL1-5
tumours (Figure 4A). The treated mice experienced 14% weight
loss after the second prodrug injection, but all the mice quickly
recovered and long-term observation (100 days after therapy) did
not reveal any signs of delayed toxicity. Figure 4B compares the
treatment of CL1-5 tumours by 9ACG, 9AC or irinotecan. 9AC
significantly (P40.05) suppressed tumour growth but four of six
mice experienced tumour relapse within 100 days. Irinotecan
produced long-term tumour regression in two of five mice but
tumour size was not significantly delayed as compared to PBS-trea-
ted control mice. One i.v. injection of 50 mg kg71 9ACG
significantly (P40.05) suppressed tumour growth; five of seven
mice were apparently cured and tumour growth was suppressed
in another mouse for over 100 days. One mouse died after prodrug
treatment indicating toxicity although the maximum mean weight
loss was only 7.5% after prodrug treatment. One of five control
tumours failed to grow in this experiment. Figure 4C compares
the treatment of CL1-5 tumours with fractionated doses of
9ACG or topotecan. Treatment with six injections of 8 mg kg71

9ACG produced significant (P40.05) delay of tumour growth
and tumour regressions in three of seven mice. A previously
described optimal schedule for topotecan (Zamboni et al, 1998)

displayed minimal anti-tumour activity against CL1-5 xenografts
and was highly toxic; two of six mice died and mean mouse weight
was significantly (P40.0005) decreased as compared with control
mice. The weight of mice treated with 9ACG did not significantly
differ from control mice in this experiment.

DISCUSSION

Glucuronide analogues of anti-neoplastic drugs offer the possibility
of increasing treatment specificity for tumours that accumulate bG
(Bosslet et al, 1998; Houba et al, 1998, 2001). Potential prodrugs
must exhibit reduced toxicity compared to the parent drug as well
as allow specific conversion to the parental drug by bG. 9ACG was
less toxic than 9AC to all the cells examined, suggesting that the
glucuronide group of 9ACG hindered diffusion of the highly lipo-
philic 9AC moiety through the cell membrane. Addition of bG,
however, increased the cytotoxicity of the prodrug to similar levels
as 9AC, showing that 9ACG was converted to parent drug. 9ACG
thus behaves as a glucuronide prodrug.

The toxicity of 9ACG in mice depended on their sex and age;
9ACG was less toxic to female and to older mice. bG is induced
in mice in the epithelial cells of the kidney proximal tubule by
androgen (Paigen, 1989). Thus, bG activity is higher in male mice
(Johnson et al, 1986). Consistent with this, a glucuronide prodrug
of doxorubicin was also more toxic to male mice (Bosslet et al,
1998). bG is not induced by androgen in humans (Paigen,
1989), suggesting that glucuronide prodrugs may not display
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Table 1 In vitro cytotoxicity of 9AC, 9ACG and topotecan. Human
cancer cells were exposed to drugs for 24 h. Results represent mean
values+s.d. of triplicate determinations

Cell line

Topotecan

IC50 (nM)

9AC

IC50 (nM)

9ACG

IC50 (nM)

9ACG+bGa

IC50 (nM) Latencyb

LS174T 7.2+0.3 5.1+0.7 160+9.3 3.7+0.02 31
CL1-5 25+0.5 30+0.2 760+11 33+1.0 25
AGS 11+0.5 7.5+0.1 350+10 7.8+0.8 47
OVCAR-3 3.7+0.02 4.5+1.5 200+2.4 6.3+0.7 44
MCF-7 14+1.5 8.2+0.3 500+33 10.5+0.3 61

ab-glucuronidase derived from E coli (1 mg per well) was added with 9ACG. bRatio of
IC50 values of 9ACG as compared to 9AC.
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Figure 1 Toxicity of 9ACG. A single i.v. injection of 50 mg kg-1 9ACG
was given to male and female 7 – 8 weeks old BALB/c mice. Control male
and female mice were untreated. Mean weights of three mice relative to
initial body weights are shown. Significant differences between prodrug
and control groups at weight nadirs are indicated: *P40.05. Bars, s.e.
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Figure 2 Influence of age and sex on 9ACG toxicity. Male (A – C) and
female (D – F) mice aged 5 weeks (A, D), 10 weeks (B, E) or 20 weeks
(C, F) were i.v. injected with 50 mg kg71 9ACG or s.c. injected with
5 mg kg71 9AC. Body mass was followed and compared to non-treated
animals of the same age and sex. Mean weights of three mice relative to
initial body weights are shown. Significant differences between drug and
control groups at weight nadirs are indicated: *P40.05; **P40.005. Bars,
s.e.
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gender-related differential toxicity in cancer patients. 9ACG was
also less toxic to older mice. This was not due to differences in
topoisomerase I activity, a determinant of camptothecin cytotoxi-
city, because 9AC toxicity was independent of age (Figure 2). bG
activity may decrease with age (Traurig, 1976), suggesting that acti-
vation of 9ACG by endogenous bG may be responsible for prodrug
toxicity in young mice. The high toxicity of 9ACG after i.p. admin-
istration demonstrated that prodrug toxicity also depended on the
route of administration. The mechanism of increased prodrug toxi-
city after i.p. injection is currently unknown.

9ACG displayed good anti-tumour activity against LS174T
human colon cancer xenografts in nude mice with acceptable levels
of toxicity. Treatment of tumour-bearing mice with 9ACG
produced similar inhibition of tumour growth as irinotecan. In
addition, 9ACG was equally effective but produced less toxicity
than 9AC. 9ACG was even more effective against CL1-5 human
lung adenocarcinoma tumours. 9ACG cured 70 – 85% of mice with
established CL1-5 tumours. 9ACG appeared to be more effective
than 9AC or topotecan against CL1-5 tumours. Topotecan
produced poor anti-tumour activity at an optimal dose schedule
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Figure 3 Anti-tumour activity of 9ACG against LS174T xenografts. (A,
B) BALB/c nu/nu mice bearing LS174T tumours were i.v. injected with
PBS, i.v. injected with 50 mg kg71 9ACG or s.c. injected with 3 mg kg71

9AC in Lipiodol on day 10. Mean tumour sizes (A) and weights (B) of
six mice relative to mean values at the initiation of therapy (day 10) are
shown. The mean size of drug-treated (9AC and 9ACG) tumours was sig-
nificantly (P40.05) smaller than control tumours after day 13. (C) BALB/c
nu/nu mice bearing LS174T tumours were untreated, i.v. injected with
50 mg kg71 9ACG or s.c. injected with 5 mg kg71 9AC in Lipiodol on
day 10, or i.v. injected with 10 mg kg71 9ACG or irinotecan on days 10,
12 and 14. Results represent mean tumour size of 7 – 8 mice relative to
mean tumour size on day 10. The mean size of drug-treated (9AC,
9ACG and irinotecan) tumours was significantly (P40.05) smaller than
control tumours after day 12. Bars, s.e.
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Figure 4 Anti-tumour activity of 9ACG against CL1-5 human lung ade-
nocarcinoma xenografts. (A) BALB/c nu/nu mice implanted with CL1-5 tu-
mour cells on day 0 were i.v. injected with PBS (solid lines) or 50 mg kg71

9ACG (dashed lines) on days 10 and 20. Results show the tumour sizes of
individual mice. Mean body weights of control or 9ACG-treated mice are
shown relative to mean weights on day 5. Bars, s.e. (B) Nude mice im-
planted with CL1-5 cells on day 0 were i.v. injected with PBS (PBS) or
50 mg kg71 9ACG (9ACG) on day 10, s.c. injected with 3 mg kg71

9AC in Lipiodol on day 10 (9AC), or i.v. injected with 10 mg kg71 irinote-
can on days 10, 12 and 14 (CPT-11). The ratio of long-term survivors
(4120 days tumour-free) in each group is indicated. (C) Nude mice im-
planted with CL1-5 cells on day 0 received i.v. injections of PBS (PBS) or
8 mg kg71 9ACG (9ACG) on days 11, 13, 15, 24, 26 and 28 or
1.8 mg kg71 topotecan on days 11, 12, 13, 14 and 15 (topotecan). Mean
body weights of the PBS, 9ACG or topotecan treated mice are shown re-
lative to mean weights on day 8. Significant differences between the mean
weight of mice treated with topotecan or PBS are indicated: *P40.05;
**P40.0005. Error bars are not shown for clarity.
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(Zamboni et al, 1998) and was unacceptably toxic. The superior
anti-tumour activity of 9ACG to CL1-5 tumours compared with
LS174T tumours could not be predicted by the in vitro sensitivity
of these tumour cells to 9AC or 9ACG (Table 1), indicating that
other factors, such as local in vivo tumour pH or bG levels are
likely to be important determinants of tumour sensitivity to 9ACG.

9ACG was originally synthesised as a prodrug for antibody-
directed enzyme prodrug therapy (ADEPT). In this treatment strat-
egy, prodrugs are selectively activated at tumour cells that have
been pre-targeted with antibody-enzyme conjugates (immunoen-
zymes). The finding that 9ACG produced anti-tumour activity
without the need for immunoenzyme targeting suggests that suffi-
cient bG is present at tumours to convert 9ACG to 9AC. This
contrasts with a glucuronide prodrug of p-hydroxyaniline mustard
(BHAMG), which only displays anti-tumour activity when tumours
are pre-targeted with bG immunoenzymes (Chen et al, 1997).
Some tumours express high levels of bG (Pearson et al, 1989; Albin
et al, 1993) and bG may also be secreted by monocytes and gran-
ulocytes in necrotic areas of tumours (Bosslet et al, 1998).
Extracellular bG effectively activated a glucuronide prodrug of

doxorubicin in solid tumours (Bosslet et al, 1998), suggesting that
a similar mechanism may be responsible for the in vivo activity of
9ACG. Because p-hydroxyaniline mustard is about 1000 times less
cytotoxic than 9AC, it is likely that insufficient BHAMG is acti-
vated by endogenous bG to produce anti-tumour activity.

In summary, the toxicity of 9ACG in mice depended on sex,
age, dose and route of administration. 9ACG displayed excellent
anti-tumour activity against established human lung xenografts.
The potent anti-tumour activity of 9ACG together with its high
water solubility and stability (Leu et al, 1999) and potential
tumour selectivity suggest that this prodrug shows promise for
cancer therapy.

ACKNOWLEDGEMENTS

This work was supported by grants from the National Science
Council (NSC89-2323-B001-003) and the National Health Research
Institutes (DOH89-HR-716).

REFERENCES

Albin N, Massaad L, Toussaint C, Mathieu MC, Morizet J, Parise O, Gouyette
A, Chabot GG (1993) Main drug-metabolizing enzyme systems in human
breast tumors and peritumoral tissues. Cancer Res 53: 3541 – 3546

Bagshawe KD, Springer CJ, Searle F, Antoniw P, Sharma SK, Melton RG,
Sherwood RF (1988) A cytotoxic agent can be generated selectively at
cancer sites. Br J Cancer 58: 700 – 703

Bosslet K, Czech J, Hoffmann D (1994) Tumor-selective prodrug activation
by fusion protein-mediated catalysis. Cancer Res 54: 2151 – 2159

Bosslet K, Straub R, Blumrich M, Czech J, Gerken M, Sperker B, Kroemer
HK, Gesson JP, Koch M, Monneret C (1998) Elucidation of the mechan-
ism enabling tumor selective prodrug monotherapy. Cancer Res 58: 1195 –
1201

Chen BM, Chan LY, Wang SM, Wu MF, Chern JW, Roffler SR (1997) Cure of
malignant ascites and generation of protective immunity by monoclonal
antibody-targeted activation of a glucuronide prodrug in rats. Int J Cancer
73: 392 – 402

Coleman RL, Miller DS (1997) Topotecan in the treatment of gynecologic
cancer. Semin Oncol 24: S20-55 – S20-63

Connors TA, Whisson ME (1966) Cure of mice bearing advanced plasma cell
tumours with aniline mustard: the relationship between glucuronidase
activity and tumour sensitivity. Nature 210: 866 – 867

Giovanella BC, Natelson E, Harris N, Vardeman D, Stehlin JS (1996) Proto-
cols for the treatment of human tumor xenografts with camptothecins.
Ann NY Acad Sci 803: 181 – 187

Giovanella BC, Stehlin JS, Wall ME, Wani MC, Nicholas AW, Liu LF, Silber
R, Potmesil M (1989) DNA topoisomerase I – targeted chemotherapy of
human colon cancer in xenografts. Science 246: 1046 – 1048

Gottlieb JA, Guarino AM, Call JB, Oliverio VT, Block JB (1970) Preliminary
pharmacologic and clinical evaluation of camptothecin sodium (NSC-
100880). Cancer Chemother Rep 54: 461 – 470

Haisma HJ, Boven E, van Muijen M, de Jong J, van der Vijgh WJ, Pinedo HM
(1992) A monoclonal antibody-beta-glucuronidase conjugate as activator
of the prodrug epirubicin-glucuronide for specific treatment of cancer.
Br J Cancer 66: 474 – 478

Herben VM, van Gijn R, Schellens JH, Schot M, Lieverst J, Hillebrand MJ,
Schoemaker NE, Porro MG, Beijnen JH, ten Bokkel Buinink WW (1999)
Phase I and pharmacokinetic study of a daily times 5 short intravenous
infusion schedule of 9-aminocamptothecin in a colloidal dispersion
formulation in patients with advanced solid tumors. J Clin Oncol 17:
1906 – 1914

Houba PH, Boven E, Erkelens CA, Leenders RG, Scheeren JW, Pinedo HM,
Haisma HJ (1998) The efficacy of the anthracycline prodrug daunorubicin-
GA3 in human ovarian cancer xenografts. Br J Cancer 78: 1600 – 1606

Houba PHJ, Boven E, Van der Meulen-Muileman IH, Leenders RGG, Schee-
ren JW, Pinedo HM, Haisma HJ (2001) A novel doxorubicin-glucuronide
prodrug DOX-GA3 for tumor-selective chemotherapy: distribution and
efficacy in experimental human ovarian cancer. Br J Cancer 84: 550 – 557

Hsiang YH, Hertzberg R, Hecht S, Liu LF (1985) Camptothecin induces
protein-linked DNA breaks via mammalian DNA topoisomerase I. J Biol
Chem 260: 14873 – 14878

Johnson WG, Hong JL, Knights SM (1986) Variation in ten lysosomal hydro-
lase enzyme activities in inbred mouse strains. Biochem Genet 24: 891 – 909

Leu YL, Roffler SR, Chern JW (1999) Design and synthesis of water-soluble
glucuronide derivatives of camptothecin for cancer prodrug monotherapy
and antibody-directed enzyme prodrug therapy (ADEPT). J Med Chem 42:
3623 – 3628

Paigen K (1989) Mammalian beta-glucuronidase: genetics, molecular biology,
and cell biology. Prog Nucleic Acid Res Mol Biol 37: 155 – 205

Pearson JP, Pretlow TP, Bradley Jr EL, McGinnis MC, Pretlow TG (1989)
Beta-glucuronidase activity in prostatic carcinoma and benign prostatic
hyperplasia. Cancer 64: 911 – 915

Price RG, Dance N (1967) The cellular distribution of some rat-kidney glyco-
sidases. Biochem J 105: 877 – 883

Shimada Y (1998) Clinical trials for advanced gastrointestinal cancers in
Japan. Japan Clinical Oncology Group Gastrointestinal Oncology Study
Group. Cancer Chemother Pharmacol 42:(Suppl): S80 – S84

Tannock IF, Rotin D (1989) Acid pH in tumors and its potential for thera-
peutic exploitation. Cancer Res 49: 4373 – 4384

Traurig HH (1976) Lysosomal acid hydrolase activities in the lungs of fetal,
neonatal, adult, and senile mice. Gerontology 22: 419 – 427

Wall ME, Wani MC, Cook CE, Palmar KH, McPhail AT, Sim GA (1966)
Plant antitumor agents I. The isolation and structure of camptothecin, a
novel alkaloidal leukemia and tumor inhibitor from Acuminata. J Am
Chem Soc 88: 3888 – 3890

Workman P, Twentyman P, Balkwill F, Balmain A, Chaplin D, Double J,
Embleton J, Newell D, Raymond R, Stables J, Stephens T, Wallace J
(1998) United Kingdom Co-ordinating Committee on Cancer Research
(UKCCCR) Guidelines for the Welfare of Animals in Experimental
Neoplasia (Second Edition). Br J Cancer 77: 1 – 10

Yang PC, Luh KT, Wu R, Wu CW (1992) Characterization of the mucin
differentiation in human lung adenocarcinoma cell lines. Am J Respir Cell
Mol Biol 7: 161 – 171

Young CW, Yagoda A, Bittar ES, Smith SW, Grabstald H, Whitmore W
(1976) Therapeutic trial of aniline mustard in patients with advanced
cancer. Comparison of therapeutic response with cytochemical assessment
of tumor cell beta-glucuronidase activity. Cancer 38: 1887 – 1895

Zamboni WC, Stewart CF, Thompson J, Santana VM, Cheshire PJ, Rich-
mond LB (1998) Relationship between topotecan systemic exposure and
tumor response in human neuroblastoma xenografts. J Natl Cancer Inst
90: 505 – 511

E
xp

erim
en

tal
T

h
erap

eu
tics

Anti-tumour properties of 9ACG

ZM Prijovich et al

1638

British Journal of Cancer (2002) 86(10), 1634 – 1638 ª 2002 Cancer Research UK


	tab_xref1
	fig_xreffig1
	fig_xreffig2
	fig_xreffig3
	fig_xreffig4

